SUMMARY Immunoreactive prostaglandin (PG) E2 was released into the ambient medium in a dose dependent fashion when either hydroxyapatite (HA) or calcium pyrophosphate dihydrate (CPPD) crystals were added to canine synovial fibroblasts in tissue culture. PGE2 release peaked 6 to 9 hours after HA or CPPD crystals were added in the presence of serum but at 24 hours if they were added in the presence of lactalbumin hydrolysate. PGE2 release correlated with crystal endocytosis estimated qualitatively by serial phase contrast microscopy and time lapse photography. As postulated previously by others for monosodium urate crystals, prostaglandin production by synovial cells may also be related to the pathogenesis of the destructive arthropathies associated with HA or CPPD crystals.
Both acute inflammation and chronic destructive arthropathy have been described in association with basic calcium phosphate (BCP=hydroxyapatite, octacalcium phosphate, tricalcium phosphate) or calcium pyrophosphate dihydrate (CPPD) crystals.' Such tissue reactions resemble in some respects the acute inflammatory attack and chronic (tophaceous) destructive arthropathy associated with gout, the hallmark of which is the formation in tissues of monosodium urate (MSU) crystals. Each of these crystal species undergoes endocytosis by neutrophils and to a lesser extent by monocytes in acute inflammatory exudates.' "3 Products of both the lipoxygenase and cyclo-oxygenase pathways of arachidonic acid metabolism have been identified when MSU crystals are exposed to these cells in vitro (reviewed by McCarty7), and products of both pathways have been identified when cultured human synovial fibroblasts8 or human neutrophils9 were exposed to MSU crystals. Cyclo-oxygenase products, mostly prostaglandin (PG)E2 were elaborated in impressive quantities when MSU crystals were Acccptcd for publication 31 Table 2 . In all cultures MSU crystals resulted in a massive and progressive release of PGE2 into the ambient medium. CPPD behaved like HA crystals, producing an early (3-6 h) rise in the presence of serum. The PGE2 concentrations at 9 and 24 hours were similar with opsonised crystals in DMEM alone or in DMEM with 10% serum.
The PGE2 released into the culture medium 9 hours after addition of varying concentrations of HA or CPPD crystals is shown in Table 3 . The levels increased in proportion to the concentration of CPPD crystals and to the concentration of HA crystals at 50, 100, and 500 p.g/ml (mg/l). Concentrations of HA crystals of 10 ,g/ml (mg/l) or less were not associated with PGE2 generation greater than that found in 10% horse serum alone.
Immunoreactive PGE2 levels decreased gradually over time when incubated in conditioned media. Only 71% and 48% of the higher concentration 
